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TITLE: Use of adenosine derivatives for treating 

dyslipidemia, obesity, cardiovascular risk factors, 
metabolic syndrome, polycystic ovary syndrome, NIDDM 
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Jorge Eduardo 
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DOCUMENT TYPE: Patent 
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NO. 
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DATE 
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DATE 
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20050616 
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RU, 


TJ, 


TM, 


AT, 


BE, 


BG, 


CH, 


CY, 


CZ, 


DE, 


DK, 




EE, 


ES, 


FI, 


FR, 
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PRIORITY APPLN. INFO.: US 2003-526491P P 20031202 

OTHER SOURCE(S): MARPAT 143:38434 

GI 




AB Use of adenosine derivs . of formula I (e.g., ( 2S , 3S, 4R, 5R) -2- ( 5-tert-butyl- 
[1,3, 4] -oxadiazol-2-yl) -5- [6- ( 4 -chloro-2-f luorophenylamino) purin-9- 
yl] tetrahydrofuran-3, 4-diol) is claimed in the treatment of dyslipidemia, 
obesity, cardiovascular risk factors, metabolic syndrome, polycystic ovary 
syndrome and NIDDM. 
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IT 253124-46-8 253124-46-8D, salts and solvates 

RL:' PAC (Pharmacological activity); THU (Therapeutic use); BIOL 
(Biological study); USES (Uses) 

(use of adenosine derivs. for treating dyslipidemia, obesity, 
cardiovascular risk factors, metabolic syndrome, polycystic ovary 
syndrome, NIDDM) 
RN 253124-46-8 HCAPLUS 

CN 3, 4-Furandiol, 2- [6- [ ( 4-chloro-2-f luorophenyl ) amino] -9H-purin-9-yl] -5- [5- 
(1, 1-dimethylethyl) -1, 3, 4-oxadiazol-2-yl ] tetrahydro- , (2R, 3R, 4S, 5S) - (9CI) 
(CA INDEX NAME) 

Absolute stereochemistry. 



CI. 




HO OH 



RN 253124-46-8 HCAPLUS 

CN 3, 4-Furandiol, 2- [6- [ ( 4-chloro-2-f luorophenyl ) amino] -9H-purin-9-yl] -5- [ 5- 
(1, l-dimethylethyl)-l, 3, 4 -oxadiazol-2-yl ] tetrahydro- , (2R, 3R, 4S, 5S)- (9CI) 
(CA INDEX NAME) 

Absolute stereochemistry. 




Bu-t 



REFERENCE COUNT: 



THERE ARE 4 CITED REFERENCES AVAILABLE FOR THIS 
RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 



L9 ANSWER 2 OF 18 
ACCESSION NUMBER: 
DOCUMENT NUMBER: 



HCAPLUS COPYRIGHT 2005 ACS on STN 
2004:534219 HCAPLUS 
141: 94304 



Searched by Mary Jane Ruhl Ext. 22524 



Page 5 



Berch 10/518,246 



27/12/2005 



TITLE: 
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DOCUMENT TYPE: 
LANGUAGE : 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 



Heterocyclic-substituted adenosine derivative in polymorph 
III form for use in therapy 

Freer, Richard; Saklatvala, Paula; Shipton, Mark Ralph 

Glaxo Group Limited, UK 

PCT Int. Appl., 15 pp. 

CODEN: PIXXD2 

Patent 

English 

1 



PATENT NO. 



KIND DATE 
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TD, TG 



RW: 



PRIORITY APPLN. INFO.: US 2002-434463P P 20021218 

AB The present invention relates to a heterocyclic substituted adenosine 

derivative, i.e. (2S, 3S, 4R, 5R) -2- ( 5-tert-butyl- [ 1 , 3 , 4 ] -oxadiazol-2-yl ) -5- [ 6- ( 4- 
chloro-2-f luorophenylamino) -purin-9-yl] -tetrahydrof uran-3 , 4-diol in 
polymorphic form III, pharmaceutical formulations thereof and their use in 
therapy for ischemic heart disease, peripheral vascular disease, stroke, 
pain, migraine, CNS disorder, and sleep apnea, etc. 
IT 253124-46-8P 

RL: PAC (Pharmacological activity); PEP (Physical, engineering or chemical 
process); PYP (Physical process); SPN (Synthetic preparation); THU 
(Therapeutic use) ; BIOL (Biological study); PREP (Preparation); PROC 
(Process); USES (Uses) 

(heterocyclic-substituted adenosine derivative in polymorph III form for 
use in therapy) 
RN 253124-46-8 HCAPLUS 

CN 3, 4-Furandiol, 2- [6- [ ( 4-chloro-2-f luorophenyl ) amino] -9H-purin-9-yl ] -5- [5- 
(1, 1-dimethylethyl) -1, 3, 4 -oxadiazol-2-yl] tetrahydro- , (2R, 3R, 4S, 5S) - (9CI) 
(CA INDEX NAME) 



Absolute stereochemistry. 
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REFERENCE COUNT: 1 THERE ARE 1 CITED REFERENCES AVAILABLE FOR THIS 

RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 
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2004 : 534218 HCAPLUS 
141: 94303 

Heterocyclyl substituted adenosine derivative in 

polymorph IV form 

Varlashkin, Peter Gregory 

Glaxo Group Limited, UK 

PCT Int. Appl. , 11 pp. 

CODEN: PIXXD2 

Patent 

English 
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PATENT NO. KIND DATE APPLICATION NO. DATE 
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GQ, 


GW, 


ML, 


MR, 


NE, SN, 


TD, TG 


PRIORITY APPLN. 


INFO 














US 2002- 


434515P 




P 20021218 



AB The present invention relates to a heterocyclic substituted adenosine 

derivs . , i.e. (2S, 3S, 4R, 5R) -2- ( 5-tert-butyl- [ 1 , 3, 4 ] -oxadiazol-2-yl ) -5- [ 6- 
(4-chloro-2-f luorophenylamino) -purin-9-yl] -tetrahydrof uran-3, 4-diol in 
polymorphic form IV, pharmaceutical formulations thereof and their use in 
therapy for ischemic heart disease, peripheral vascular disease, stroke, 
pain, migraine, CNS disorder, and sleep apnea, etc. 

IT 253124-46-8 

RL: PAC (Pharmacological activity); PEP (Physical, engineering or chemical 
process); PYP (Physical process); THU (Therapeutic use); BIOL (Biological 
study); PROC (Process); USES (Uses) 

(heterocyclic substituted adenosine derivative in polymorph IV form for use 
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in therapy) 
RN' 253124-4 6-8 HCAPLUS 

CN 3, 4-Furandiol, 2- [6- [ ( 4-chloro-2-f luorophenyl ) amino] -9H-purin-9-yl] -5- [5- 
(1, 1-dimethylethyl) -1, 3, 4-oxadiazol-2-yl] tetrahydro-, (2R, 3R, 4S, 5S) - (9CI) 
(CA INDEX NAME) 

Absolute stereochemistry. 




REFERENCE COUNT: 



THERE ARE 2 CITED REFERENCES AVAILABLE FOR THIS 
RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 



L9 ANSWER 4 OF 18 HCAPLUS COPYRIGHT 2005 ACS on STN 
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INVENTOR (S) : 

PATENT ASSIGNEE (S) : 
SOURCE: 

DOCUMENT TYPE: 
LANGUAGE : 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 



2004:534217 HCAPLUS 
141:94302 

Adenosine derivative in polymorph V form 

Freer, Richard; Roberts, John Charles; Shipton, Mark 

Ralph 

Glaxo Group Limited, UK 

PCT Int. Appl. , 15 pp. 

CODEN: PIXXD2 

Patent 

English 

1 



PATENT NO. 



DATE 



APPLICATION NO. 



WO 2004055032 

W: AE, AG, AL, 
CO, CR, CU, 
GH, GM, HR, 
LR, LS, LT, 
OM, PG, PH, 
TN, TR, TT, 
RW: BW, GH, GM, 
BY, KG, KZ, 
ES, FI, FR, 
TR, BF, BJ, 
PRIORITY APPLN. INFO.: 
AB The present inventi 
derivative, i.e. (2 
chloro-2-f luorophen 
polymorphic form V, 



KIND 

Al 20040701 WO 2003-EP14508 
AM, AT, AU, AZ, BA, BB, BG, BR, BY, 
CZ, DE, DK, DM, DZ, EC, EE, EG, ES, 
HU, ID, IL, IN, IS, JP, KE, KG, KP, 
LU, LV, MA, MD, MG, MK, MN, MW, MX, 
PL, PT, RO, RU, SC, SD, SE, SG, SK, 
TZ, UA, UG, US, UZ, VC, VN, YU, ZA, 
KE, LS, MW, MZ, SD, SL, SZ, TZ, UG, 
MD, RU, TJ, TM, AT, BE, BG, CH, CY, 
GB, GR, HU, IE, IT, LU, MC, NL, PT, 
CF, CG, CI, CM, GA, GN, GQ, GW, ML, 

US 2002-434464P 
on relates to heterocyclyl substitut 
S, 3S, 4R, 5R) -2- (5-tert-butyl- [1, 3,4]- 
ylamino) -purin-9-yl] -tetrahydrof uran 
pharmaceutical formulations thereof 



DATE 



20031216 



BZ, 


CA, 


CH, 


CN, 


FI, 


GB, 


GD, 


GE, 


KR, 


KZ, 


LC, 


LK, 


MZ, 


NI, 


NO, 


NZ, 


SL, 


SY, 


TJ, 


TM, 


ZM, 


ZW 






ZM, 


ZW, 


AM, 


AZ, 


CZ, 


DE, 


DK, 


EE, 


RO, 


SE, 


si, 


SK, 


MR, 


NE, 


SN, 


TD, TG 



P 20021218 
ed adenosine 
oxadiazol-2-yl) -5- [6- (4- 
3,4-diol in 
and their use in 
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therapy for ischemic heart disease, peripheral vascular disease, stroke, 
paiYi, migraine, CNS disorder, and sleep apnea, etc. 
IT 253124-46-8P 

RL: PAC (Pharmacological activity); PEP (Physical, engineering or chemical 
process); PYP (Physical process); SPN (Synthetic preparation); THU 
(Therapeutic use); BIOL (Biological study); PREP (Preparation); PROC 
(Process); USES (Uses) 

(heterocyclyl substituted adenosine derivative in polymorph V form for use 
in therapy) 
RN 253124-46-8 HCAPLUS 

CN 3, 4-Furandiol, 2- [6- [ (4-chloro-2-f luorophenyl) amino] -9H-purin-9-yl ] -5- [5- 
(1, l-dimethylethyl)-l, 3, 4-oxadiazol-2-yl ] tetrahydro-, (2R, 3R, 4S, 5S)- (9CI) 
(CA INDEX NAME) 

Absolute stereochemistry. 




REFERENCE COUNT: 3 THERE ARE 3 CITED REFERENCES AVAILABLE FOR THIS 

RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 
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2003: 1006999 HCAPLUS 
140:28026 

Process for the preparation and crystallization of 
polymorph heterocyclyl substituted adenosine 
derivative 

Shipton, Mark Ralph; Smith, Neil Michael; Whitehead, 

Andrew Jonathan; Wood-Kaczmar, Marian Wladyslaw 

Glaxo Group Limited, UK 

PCT Int. Appl. , 19 pp. 

CODEN: PIXXD2 

Patent 

English 

1 



PATENT NO. 



WO 2003106475 
WO 2003106475 
WO 2003106475 



KIND 
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DATE 
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APPLICATION NO. 
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DATE 



20030616 
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GM, HR, HU, ID, IL, IN, IS, JP, KE, KG, KP, KR, KZ, LC, LK, LR, 
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TJ, 
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KE, 
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FI, 


FR, 


GB, 


GR, 


HU, 
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LU, 
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PT, RO, 


SE, 


SI, SK, TR, 




BF, 


BJ, 


CF, 


CG, 


CI, 


CM, GA, 


GN, 


GQ, GW, 


ML, MR, 


NE, 


SN, TD, TG 


EP 


1513858 






A2 




20050316 




EP 2003- 


740271 




20030616 




R: AT, 


BE, 


CH, 


DE, 


DK, 


ES, FR, 


GB, 


GR, IT, 


LI, LU, 


NL, 


SE, MC, PT, 




IE, 


SI, 


LT, 


LV, 


FI, 


RO, MK, 


CY, 


AL, TR, 


BG, CZ, 


EE, 


HU, SK 


JP 


2005533792 




T2 




20051110 




JP 2004- 


513306 




20030616 


US 


2005222178 




Al 




20051006 




US 2004- 


518246 




20041216 


PRIORITY 


APPLN . 


INFO. 












US 2002- 
WO 2003- 


388765P 
EP6412 




P 20020617 
W 20030616 



OTHER SOURCE(S): CASREACT 140:28026 

AB The present invention relates to an improved process for the preparation of 
polymorph heterocyclyl substituted adenosine derivs . More particularly 
the invention is concerned with preparation of particular phys . forms of 
(2S, 3S, 4R, 5R) -2- ( 5-tert-butyl- [ 1 , 3, 4 ] oxadiazol-2-yl ) -5- [ 6- ( 4-chloro-2- 
f luoro-phenylamino) -9H-purin-9-yl] -tetrahydro-f uran-3 , 4-diol . 

IT 253124-46-8P 

RL: PRP (Properties); SPN (Synthetic preparation); PREP (Preparation) 

(process for the preparation and purification of polymorph heterocyclyl 
substituted adenosine derivative) 
RN 253124-46-8 HCAPLUS 

CN 3, 4-Furandiol, 2- [6- [ ( 4-chloro-2-f luorophenyl) amino] -9H-purin-9-yl] -5- [5- 
(1, 1-dimethylethyl) -1, 3, 4-oxadiazol-2-yl ] tetrahydro- , (2R, 3R, 4S, 5S) - (9CI) 
(CA INDEX NAME) 

Absolute stereochemistry. 
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Adenosine derivative in Polymorph II form 
King, Paula 

Glaxo Group Limited, UK 

PCT Int. Appl. , 12 pp. 

CODEN: PIXXD2 

Patent 
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HR, 


HU, 


T Pi 

ID, 


T T 

IL, 


IN, 


IS, 


JP/ 


KE, 


KG, 


J\r, r\K, 


KZ, 


LC , LK, LR, 




LS, 


LT, 


LU, 


T \7 

LV, 


MA, 


MD, 


MG, 


MK, 


MN, 


MW, 


MY M 7 


NO, 


NZ, OM, PH, 




PL, 


PT, 


RO, 


RU, 


SD, 


SE, 


SG, 


SI, 


SK, 


SL, 


TJ, TM, 


TN, 


TR, TT, TZ, 




UA, 


UG, 


US, 


uz, 


VN, 


YU, 


ZA, 


ZM, 


ZW 












RW: GH, 


GM, 


KE, 


LS, 


MW, 


MZ, 


SD, 


SL, 


SZ, 


TZ, 


UG, ZM, 


ZW, 


AT, BE, CH, 




CY, 


DE, 


DK, 


ES, 


FI, 


FR, 


GB, 


GR, 


IE, 


IT, 


LU, MC, 


NL, 


PT, SE, TR, 




BF, 


BJ, 


CF, 


CG, 


CI, 


CM, 


GA, 


GN, 


GQ, 


GW, 


ML, MR, 


NE, 


SN, TD, TG 


EP 


1397378 






Al 




20040317 




EP 2002- 


735635 




20020619 




R: AT, 


BE, 


CH, 


DE, 


DK, 


ES, 


FR, 


GB, 


GR, 


IT, 


LI, LU, 


NL, 


SE, MC, PT, 




IE, 


SI, 


LT, 


LV, 


FI, 


RO, 


MK, 


CY, 


AL, 


TR 








JP 


20055114 


88 




T2 




20050428 




JP 2003- 


506294 




20020619 


US 


2004180908 




Al 




20040916 




US 2003- 


481612 




20031219 


PRIORITY 


' APPLN. 


INFO 














GB 2001- 
WO 2002- 


15178 
GB2841 




A 20010620 
W 20020619 



OTHER SOURCE(S): MARPAT 138:44673 

AB Preparation of a polymorphic form (Polymorph II) of adenosine derivative 
(2S, 3S, 4R, 5R) -2- { 5-tert-butyl- [ 1, 3, 4 ] -oxadiazol-2-yl ) -5- [ 6- ( 4-chloro-2- 
f luorophenyl-amino) -9H-purin-9-yl ] -tetrahydrof uran-3, 4-diol (I) by 

crystallization 

from Me iso-Bu ketone by heating is described. A pharmaceutical 
formulation containing I polymorph is useful in decreasing plasma free fatty 
acid concentration, reducing heart rate, or treating ischemic heart disease, 
peripheral vascular disease, stroke, pain, CNS disorder, or sleep apnea. 
Polymorph I was characterized by X-ray powder diffraction and Raman 
spectra . 
IT 253124-46-8 

RL: FMU (Formation, unclassified); PRP (Properties); THU (Therapeutic 
use); BIOL (Biological study); FORM (Formation, nonpreparative) ; USES 
(Uses) 

(preparation of polymorphic form II of adenosine derivative for therapeutic 
uses) 

RN 253124-46-8 HCAPLUS 

CN 3, 4-Furandiol, 2- [6- [ ( 4-chloro-2-f luorophenyl ) amino] -9H-purin-9-yl] -5- [5- 
(1, 1-dimethylethyl) -1, 3 , 4-oxadiazol-2-yl ] tetrahydro- , (2R, 3R, 4S, 5S) - (9CI) 
(CA INDEX NAME) 

Absolute stereochemistry. 
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2002:977834 HCAPLUS 
138:44672 

Adenosine derivative in Polymorph I form 

King, Paula; Sickles, Barry Riddle 

Glaxo Group Limited, UK 

PCT Int. Appl. , 12 pp. 

CODEN: PIXXD2 

Patent 

English 

2 



PATENT NO. 



KIND DATE 



APPLICATION NO. 



DATE 



WO 2002102821 
W: AE, AG, 
CO, CR, 
GM, HR, 
LS, LT, 
PL, PT, 
UA, UG, 
RW: GH, GM, 
CY, DE, 
BF, BJ, 
EP 1397379 

R: AT, BE, 
IE, SI, 
JP 2005500302 
US 2004162297 
PRIORITY APPLN. INFO 



20020619 



AB Preparation of a 
(2S,3S,4R,5R)-2- 
f luorophenyl-ami 

crystallization 

from DMF by heat 
polymorph is use 

reducing 



Al 20021227 WO 2002-GB2814 
AL, AM, AT, AU, AZ, BA, BB, BG, BR, BY, BZ, CA, CH, CN, 
CU, CZ, DE, DK, DM, DZ, EC, EE, ES, FI, GB, GD, GE, GH, 
HU, ID, IL, IN, IS, JP, KE, KG, KP, KR, KZ, LC, LK, LR, 
LU, LV, MA, MD, MG, MK, MN, MW, MX, MZ, NO, NZ, OM, PH, 
RO, RU, SD, SE, SG, SI, SK, SL, TJ, TM, TN, TR, TT, TZ, 
US, UZ, VN, YU, ZA, ZM, ZW 

KE, LS, MW, MZ, SD, SL, SZ, TZ, UG, ZM, ZW, AT, BE, CH, 
DK, ES, FI, FR, GB, GR, IE, IT, LU, MC, NL, PT, SE, TR, 
CF, CG, CI, CM, GA, GN, GQ, GW, ML, MR, NE, SN, TD, TG 
Al 20040317 EP 2002-740888 20020619 
CH, DE, DK, ES, FR, GB, GR, IT, LI, LU, NL, SE, MC, PT, 
LT, LV, FI, RO, MK, CY, AL, TR 

T2 20050106 JP 2003-506293 
Al 20040819 US 2003-481291 
: GB 2001-15178 A 

WO 2002-GB2814 W 
polymorphic form (Polymorph I) of adenosine derivative 
(5-tert-butyl- [1, 3, 4 ] -oxadiazol-2-yl ) -5- [ 6- ( 4-chloro-2- 
no) -9H-purin-9-yl] -tetrahydrof uran-3, 4-diol (I) by 



20020619 
20031219 
20010620 
20020619 



ing is described. A pharmaceutical formulation containing I 
ful in decreasing plasma free fatty acid concentration, 
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heart rate, or treating ischemic heart disease, peripheral vascular 
disease, stroke, pain, CNS disorder, or sleep apnea. Polymorph I was 
characterized by X-ray powder diffraction and Raman spectra. 
IT 253124-46-8 

RL: FMU (Formation, unclassified); PRP (Properties); THU (Therapeutic 
use); BIOL (Biological study); FORM (Formation, nonpreparative) ; USES 
(Uses) 

(preparation of polymorphic form I of adenosine derivative for therapeutic 

uses) 

RN 253124-46-8 HCAPLUS 

CN 3, 4-Furandiol, 2- [6- [ ( 4-chloro-2-f luorophenyl) amino] -9H-purin-9-yl ] -5- [5- 
(1, 1-dimethylethyl) -1, 3, 4-oxadiazol-2-yl] tetrahydro-, (2R, 3R, 4S, 5S)- (9CI) 
(CA INDEX NAME) 

Absolute stereochemistry. 
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KIND DATE 



APPLICATION NO. 
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20020( 


519 


W: AE, AG, 


AL, 


AM, 


AT, 


AU, AZ, 


BA, 


BB, BG, 


BR, BY, 


BZ, 


CA, CH, 


CN, 


CO, CR, 
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RO, 
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SK, SL, 
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TZ, 
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UZ, 
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YU, ZA, 
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ZW, AM, 


AZ, BY, 


KG, 


KZ, MD, 


RU, 
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TJ, TM 

* RW: GH, GM, KE, LS, MW, MZ, SD, SL, SZ, TZ, UG, ZM, ZW, AT, BE, CH, 
CY, DE, DK, ES, FI, FR, GB, GR, IE, IT, LU, MC, NL, PT, SE, TR, 
BF, BJ, CF, CG, CI, CM, GA, GN, GQ, GW, ML, MR, NE, SN, TD, TG 

PRIORITY APPLN. INFO.: GB 2001-15182 A 20010620 

OTHER SOURCE(S): MARPAT 138:49946 

AB The invention discloses the use of adenosine derivs. in the treatment of 
nociceptive pain. The adenosine derivs of the invention include e.g. 
(2S, 3S, 4R, 5R) -2- ( 5-tert-butyl- [ 1 , 3, 4 ] -oxadiazol-2-yl ) -5- [ 6- (4-chloro-2- 
f luorophenylamino) purin-9-yl] tetrahydrof uran-3, 4-diol . 

IT 253124-46-8 

RL: PAC (Pharmacological activity); THU (Therapeutic use); BIOL 
(Biological study); USES (Uses) 

(adenosine Al receptor agonists for treatment of nociceptive pain) 
RN 253124-4 6-8 HCAPLUS 

CN 3, 4-Furandiol, 2- [6- [ ( 4 -chloro-2-f luorophenyl ) amino] -9H-purin-9-yl] -5- [5- 
(1, 1-dimethylethyl) -1, 3, 4-oxadiazol-2-yl] tetrahydro-, (2R, 3R, 4S, 5S) - (9CI) 
(CA INDEX NAME) 

Absolute stereochemistry. 
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Patent 
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APPLICATION NO. 
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CO, 


CR, 


CU, 


cz, 
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FI, 


GB, 


GD, GE, GH, 
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IL, 


IN, 


IS, 
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LS, 


LT, 


LU, 
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MK, 
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MX, 
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NZ, OM, PH, 
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PT, 
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RU, 


SD, 


SE, 


SG, 


SI, 


SK, 


SL, 


TJ, 
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TJ, 
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KE, 


LS, 


MW, 


MZ, 


SD, 
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SZ, 


TZ, 


UG, 


ZM, 


ZW, 


AT, BE, CH, 




CY, 


DE, 


DK, 


ES, 


FI, 


FR, 


GB, 


GR, 


IE, 


IT, 


LU, 


MC, 


NL, 


PT, SE, TR, 




BF, 


BJ, 


CF, 


CG, 


CI, 


CM, 


GA, 


GN, 


GQ, 


GW, 


ML, 


MR, 


NE, 


SN, TD, TG 


EP 


1370569 






Al 




20031217 




EP 2002- 


718299 




20020319 


EP 


1370569 






Bl 




20050831 


















R: AT, 


BE, 


CH, 


DE, 


DK, 


ES, 


FR, 


GB, 


GR, 


IT, 


LI, 


LU, 


NL, 


SE, MC, PT, 




IE, 


si, 


LT, 


LV, 


FI, 


RO, 


MK, 


CY, 


AL, 


TR 










JP 


2004534003 




T2 




20041111 




JP 2002- 


573790 




20020319 


US 


2005176949 




Al 




20050811 




US 2003- 


471682 




20020319 


AT 


303396 






E 




20050915 




AT 2002- 


718299 




20020319 


JTY 


APPLN. 


INFO 














GB 2001- 


6867 






A 20010320 




















WO 2002- 


GB1344 




W 20020319 



OTHER SOURCE(S): CASREACT 137:232865; MARPAT 137:232865 

AB An improved process for preparing N6-substituted aminopurine ribofuranose 

nucleosides. Compds . of this type are known to be useful in the preparation of 
compds. having activity at adenosine receptors, e.g., Adenosine Al 
receptor (no data) . The process comprises the step of condensation . 
reaction of 6-halopurine ribofuranose nucleoside with an amine in the 
presence of CaC03, wherein acid is added to the reaction mixture Thus, 
(2S, 3S, 4R, 5R) -2- ( 5-tert-butyl- [ 1 , 3, 4 ] oxadiazol-2-yl ) -5- [ 6- ( 4-chloro-2- 
fluorophenylamino) purin-9-yl] tetrahydrof uran-3 , 4-diol was prepared in 74% 
yield by condensation of 9- [ ( 3aR, 4R, 6S, 6aS) -6- ( 5-tert-butyl-l , 3, 4- 
oxadiazol-2-yl) -2, 2-dimethyltetrahydrof uro (3, 4-d[l, 3] dioxol-4-yl) ] -6- 
chloro-9H-purine with 4-chloro-2-f luoroaniline . 
IT 253124-46-8P 

RL: IMF (Industrial manufacture); SPN (Synthetic preparation); PREP 
(Preparation) 

(process for preparing N6-substituted aminopurine ribofuranose nucleosides 
via condensation reaction of halopurine with chlorof luoroaniline ) 
RN 253124-46-8 HCAPLUS 

CN 3, 4-Furandiol, 2- [6- [ ( 4-chloro-2-f luorophenyl ) amino] -9H-purin-9-yl] -5- [5- 
(1, 1-dimethylethyl) -1, 3, 4-oxadiazol-2-yl] tetrahydro-, (2R, 3R, 4S, 5S) - (9CI) 
(CA INDEX NAME) 

Absolute stereochemistry. 
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Treatment of emesis with adenosine Al receptor 
agonists 
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PCT Int. Appl. , 2 6 pp. 
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GR, 


IE, IT, 


LU, 


MC, 


NL, 


PT, SE, TR, 
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EP 1397147 






Al 




20040317 
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702549 
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CH, 


DE, 


DK, 


ES, 


FR, 
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LI, 


LU, 


NL, 
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SI, 
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JP 2004522788 
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20040826 
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PRIORITY APPLN. 


INFO 














GB 2001- 


5469 






A 20010306 


















WO 2002- 


GB1025 




W 20020306 



OTHER SOURCE(S): MARPAT 137:210974 

AB The present invention relates to the use of adenosine Al agonists having 
an agonist action at adenosine Al receptors in the treatment of emesis. 

IT 253124-46-8 

RL: PAC (Pharmacological activity); THU (Therapeutic use); BIOL 
(Biological study); USES (Uses) 

(treatment of emesis with adenosine Al receptor agonists) 
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(1, 1-dimethylethyl) -1, 3, 4-oxadiazol-2-yl] tetrahydro-, (2R, 3R, 4S, 5S) - (9CI) 
(CA INDEX NAME) 



Absolute stereochemistry. 
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AB A method of treating conditions associ 
symptoms associated with it comprises 
Al agonist or a physiol. acceptable sa 
present invention also provides pharma 



ated with pain and alleviating the 
administering to a mammal, an adenosine 
It or a solvate and an opioid. The 
ceutical formulations and patient 
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packs comprising the combinations. 5 1 -Deoxy-5 ' -f luoro-N- ( tetrahydropyran- 
4-yl) adenosine and administered orally to rats and morphine was 
administered s.c. to the same rats. The compds . inhibited 
carrageenan-induced edema and allodynia. 
IT 253124-46-8P 

RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified); SPN (Synthetic preparation); THU (Therapeutic use); 
BIOL (Biological study); PREP (Preparation); USES (Uses) 

(formulations of adenosine Al receptor agonists as analgesics) 
RN 253124-46-8 HCAPLUS 

CN 3, 4-Furandiol, 2- [6- [ ( 4-chloro-2-f luorophenyl) amino] -9H-purin-9-yl ] -5- [5- 
(1, 1-dimethylethyl) -1, 3, 4-oxadiazol-2-yl] tetrahydro-, (2R, 3R, 4S, 5S)- (9CI) 
(CA INDEX NAME) 

Absolute stereochemistry. 
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Al 20030102 US 2002-168242 20020618 
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A method of treating conditions associated with pain and alleviating the 
symptoms associated comprises administering to a mammal an adenosine Al 
agonist or a physiol. acceptable salt or solvate and gabapentin or 
pregabalin. The present invention also provides pharmaceutical 
formulations and patient packs comprising the combinations. Thus, 
(2S, 3S, 4R, 5R) -2- ( 5-tert-butyl- [ 1 , 3 , 4 ] oxadiazol-2-yl ) -5- [ 6- ( 4 -chloro-2- 
f luorophenylamino) purin-9-yl] tetrahydrof uran-3, 4-diol was prepared in a 
series of steps by the reaction of (3aS, 4S, 6R, 6aR) -6- ( 6-chloropurin-9-yl ) - 
2, 2-dimethyltetrahydrofuro[3, 4-d] [ 1, 3] dioxole-4 -carboxylic acid with 
2, 2-dimethylpropionic acid hydrazide followed by the cyclization of the 
resulting compound, and subsequent treatment with 4-chloro-2-f luoroaniline 
and deprotection . 
253124-46-8P 

RL: SPN (Synthetic preparation); THU (Therapeutic use); BIOL (Biological 
study); PREP (Preparation); USES (Uses) 

(formulations of adenosine Al receptor agonists) 
253124-46-8 HCAPLUS 

3, 4-Furandiol, 2- [6- [ ( 4-chloro-2-f luorophenyl ) amino] -9H-purin-9-yl ] -5- [ 5- 
(1, 1-dimethylethyl) -1, 3, 4-oxadiazol-2-yl] tetrahydro-, (2R, 3R, 4S, 5S) - (9CI) 
(CA INDEX NAME) 



Absolute stereochemistry. 
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AB A method of treating conditions associated with pain and alleviating the 

symptoms associated with it comprises administering to a mammal an adenosine 
Al agonist or a salt or solvate and an EP1 antagonist. The present 
invention also provides pharmaceutical formulations and patient packs 
comprising the combinations. Thus, (2S, 3S, 4R, 5R) -2- ( 5-tert-butyl- 
[1, 3, 4] oxadiazol-2-yl) -5- [6- ( 4 -chloro-2-f luorophenylamino) purin-9- 
yl] tetrahydrofuran-3, 4-diol was prepared in a series of steps by the 
reaction of (3aS, 4S, 6R, 6aR) -6- ( 6-chloropurin-9-yl ) -2, 2- 
dimethyltetrahydrofuro[3, 4-d] [ 1 , 3 ] dioxole-4-carboxylic acid with 
2, 2-dimethylpropionic acid hydrazide followed by the cyclization of the 
resulting compound, and subsequent treatment with 4-chloro-2-f luoroaniline 
and deprotection. 

IT 253124-46-8P 

RL: SPN (Synthetic preparation); THU (Therapeutic use); BIOL (Biological 
study); PREP (Preparation); USES (Uses) 

(formulations of adenosine Al agonists) 
RN 253124-46-8 HCAPLUS 

CN 3, 4-Furandiol, 2- [6- [ ( 4-chloro-2-f luorophenyl ) amino] -9H-purin-9-yl ] -5- [5- 
(1, 1-dimethylethyl) -1, 3, 4-oxadiazol-2-yl] tetrahydro-, (2R, 3R, 4S, 5S) - (9CI) 
(CA INDEX NAME) 

Absolute stereochemistry. 
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AB A method of treating conditions associ 
symptoms associated with it comprises 
Al agonist or a salt or solvate and a 
invention also provides pharmaceutical 
comprising the combinations. Thus, (2 



ated with pain and alleviating the 
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5HT3 antagonist. The present 
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S, 3S, 4R, 5R) -2- (5-tert-butyl- 
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[1,3,4] oxadiazol-2-yl) -5- [ 6- ( 4-chloro-2-f luorophenylamino) purin-9- 
yl] tetrahydrofuran-3, 4-diol (adenosine Al agonist) (I) was prepared in a 
series of steps by the reaction of ( 3aS, 4S, 6R, 6aR) -6- ( 6-chloropurin-9-yl ) - 
2, 2-dimethyltetrahydrofuro[3, 4-d] [ 1, 3] dioxole-4-carboxylic acid with 
2, 2-dimethylpropionic acid hydrazide followed by the cyclization of the 
resulting compound, and subsequent treatment with 4-chloro-2-f luoroaniline 
and deprotection. Alosetron and I inhibited carrageenan-induced edema and 
allodynia in rats. 
IT 253124-46-8P 

RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified); SPN (Synthetic preparation) ; THU (Therapeutic use) ; 
BIOL (Biological study); PREP (Preparation); USES (Uses) 
(formulations of adenosine Al agonists) 
RN 253124-46-8 HCAPLUS 

CN 3, 4-Furandiol, 2- [6- [ ( 4-chloro-2-f luorophenyl ) amino] -9H-purin-9-yl ] -5- [ 5- 
(1, 1-dimethylethyl) -1, 3, 4-oxadiazol-2-yl] tetrahydro-, (2R, 3R, 4S, 5S)- (9CI) 
(CA INDEX NAME) 

Absolute stereochemistry. 
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AB A method of treating conditions associated with pain and alleviating the 

symptoms associated with it comprises administering to a mammal an adenosine 
Al agonist or a salt or solvate and a sodium channel blocker. The present 
invention also provides pharmaceutical formulations and patient packs 
comprising the combinations. Thus, ( 2S, 3S, 4R, 5R) -2- ( 5-tert-butyl- 
[1, 3, 4] oxadiazol-2-yl) -5- [6- ( 4-chloro-2-f luorophenylamino) purin-9- 
yl] tetrahydrofuran-3, 4-diol was prepared in a series of steps by the 
reaction of (3aS, 4S, 6R, 6aR) -6- ( 6-chloropurin-9-yl ) -2, 2- 
dimethyltetrahydrofuro [3, 4-d] [ 1 , 3] dioxole-4-carboxylic acid with 
2, 2-dimethylpropionic acid hydrazide followed by the cyclization of the 
resulting compound, and subsequent treatment with 4-chloro-2-f luoroaniline 
and deprotection . 

IT 253124-46-8P 

RL: SPN (Synthetic preparation); THU (Therapeutic use); BIOL (Biological 
study); PREP (Preparation); USES (Uses) 

(formulations of adenosine Al agonists) 
RN 253124-46-8 HCAPLUS 

CN 3, 4-Furandiol, 2- [6- [ ( 4 -chloro-2-f luorophenyl ) amino] -9H-purin-9-yl ] -5- [5- 
(1, 1-dimethylethyl) -1, 3, 4-oxadiazol-2-yl] tetrahydro-, (2R, 3R, 4S, 5S) - (9CI) 
(CA INDEX NAME) 

Absolute stereochemistry. 
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AB A method of treating conditions associated with pain and alleviating the 

symptoms associated with it comprises administering to a mammal an adenosine 
Al agonist or a salt or solvate and an NSAID, e.g., a COX-2 inhibitor. 
The present invention also provides pharmaceutical formulations and 
patient packs comprising the combinations. Thus, (2S, 3S, 4R, 5R) -2- ( 5-tert- 
butyl- [1, 3, 4] oxadiazol-2-yl) -5- [6- (4-chloro-2-f luorophenylamino) purin-9- 
yl] tetrahydrofuran-3, 4-diol (I) was prepared in a series of steps by the 
reaction of (3aS, 4S, 6R, 6aR) -6- ( 6-chloropurin-9-yl ) -2, 2- 
dimethyltetrahydrofuro [3, 4-d] [1, 3] dioxole-4-carboxylic acid with 
2, 2-dimethylpropionic acid hydrazide followed by the cyclization of the 
resulting compound, and subsequent treatment with 4 -chloro-2-f luoroaniline 
and deprotection. I and 2- { 4 -ethoxy-phenyl ) -3- ( 4- 

methanesulfonylphenyl)pyrazolo[l, 5-b] pyridazine (COX-2 inhibitor) , were 
administered at 1% to rats. The compds . showed inhibition of 
carrageenan-induced edema and allodynia. 
IT 253124-46-8P 

RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified); SPN (Synthetic preparation); THU (Therapeutic use); 
BIOL (Biological study); PREP (Preparation); USES (Uses) 
(formulations of adenosine Al agonists) 
RN 253124-46-8 HCAPLUS 

CN 3, 4-Furandiol, 2- [6- [ (4-chloro-2-f luorophenyl ) amino] -9H-purin-9-yl ] -5- [5- 
(1, l-dimethylethyl)-l, 3, 4-oxadiazol-2-yl] tetrahydro-, (2R, 3R, 4S, 5S) - (9CI) 
(CA INDEX NAME) 



Absolute stereochemistry. 
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Formulations of adenosine Al receptor agonists 
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AB A method of treating conditions associated with pain and alleviating the 
symptoms associated with them comprises administering to a mammal an 
adenosine Al agonist or a salt or solvate and a 5HT1 receptor agonist. 
The present invention also provides pharmaceutical formulations and 
patient packs comprising the combinations. Thus, ( 2S, 3S, 4R, 5R) -2- ( 5-tert- 
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butyl- [1, 3, 4] oxadiazol-2-yl) -5- [6- (4-chloro-2-f luorophenylamino) purin-9- 
" yl] tetrahydrofuran-3, 4-diol was prepared in a series of steps by the 
reaction of (3aS, 4S, 6R, 6aR) -6- ( 6-chloropurin-9-yl ) -2, 2- 
dimethyltetrahydrofuro[3, 4-d] [ 1 , 3] dioxole-4-carboxylic acid with 
2, 2-dimethylpropionic acid hydrazide followed by the cyclization of the 
resulting compound, and subsequent treatment with 4-chloro-2-f luoroaniline 
and deprotection. 
IT 253124-46-8P 

RL: SPN (Synthetic preparation); THU (Therapeutic use); BIOL (Biological 
study); PREP (Preparation); USES (Uses) 

(formulations of adenosine Al receptor agonists) 
RN 253124-46-8 HCAPLUS 

CN 3, 4-Furandiol, 2- [6- [ ( 4 -chloro-2-f luorophenyl ) amino] -9H-purin-9-yl] -5- [5- 
(1, 1-dimethylethyl) -1, 3, 4 -oxadiazol-2-yl ] tetrahydro-, (2R, 3R, 4S, 5S) - (9CI) 
(CA INDEX NAME) 

Absolute stereochemistry. 
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Preparation of adenosine derivatives as 
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AB Adenosine derivs . I (X = 0, CH2; Y and Z = 0, N, CH, alkylamine; W = 
heteroatom; Rl = H, alkylcycloalkyl, heterocycle, fused bicyclic, 
substituted phenyl) which is an agonist at the adenosine Al and A3 
receptors. Thus, (2S, 3S, 4R, 5R) -2- (5-tert-butyl- [ 1, 3, 4 ] oxadiazol-2-yl ) -5 [ 6- 
(tetrahydropyran-4-ylamino) -purin-9-yl] tetrahydrof uran-3, 4-diol was prepared 
as adenosine Al and A3 receptors (ECR are resp. 4.16 and 152). 

IT 253124-46-8P 

RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified); SPN (Synthetic preparation); THU (Therapeutic use); 
BIOL (Biological study); PREP (Preparation); USES (Uses) 

(preparation of adenosine derivs. as antiinflammatory agents) 
RN 253124-46-8 HCAPLUS 

CN 3, 4-Furandiol, 2- [6- [ { 4-chloro-2-f luorophenyl ) amino] -9H-purin-9-yl] -5- [5- 
(1, 1-dimethylethyl) -1, 3, 4-oxadiazol-2-yl ] tetrahydro-, (2R, 3R, 4S, 5S) - (9CI) 
(CA INDEX NAME) 

Absolute stereochemistry. 



CI 




HO 



REFERENCE COUNT: 4 THERE ARE 4 CITED REFERENCES AVAILABLE FOR THIS 

RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 
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=> d his ful 

(FILE 1 HOME 1 ENTERED AT 17:08:28 ON 27 DEC 2005) 

FILE 'HCAPLUS 1 ENTERED AT 17:08:36 ON 27 DEC 2005 
E SHIPTON MARK/AU 

LI 33 SEA ABB=ON ( "SHIPTON M H"/AU OR "SHIPTON M R"/AU OR "SHIPTON 
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E WHITEHEAD ANDREW JONATHAN/AU 
L3 32 SEA ABB=ON ("WHITEHEAD ANDREW J"/AU OR "WHITEHEAD ANDREW 

JOHNVAU OR "WHITEHEAD ANDREW JONATHAN " / AU ) 

E WOOD KACZMAR MARIAN /AU 
L4 8 SEA ABB=ON ("WOOD KACZMAR M"/AU OR "WOOD KACZMAR M W"/AU OR 

"WOOD KACZMAR MARIAN" /AU OR "WOOD KACZMAR MARIAN WLADYLAW" /AU 

OR "WOOD KACZMAR MARIAN WLADYSLAW" /AU) 
L5 1 SEA ABB=ON LI AND L2 AND L3 AND L4 

D TI 

SELECT RN L5 1-1 

FILE 'REGISTRY' ENTERED AT 17:10:10 ON 27 DEC 2005 
L6 2 SEA ABB=ON ( 253124 -4 6-8/BI OR 253127-02-5/BI ) 

FILE 'HCAPLUS' ENTERED AT 17:10:16 ON 27 DEC 2005 
L7 1 SEA ABB=ON L5 AND L6 

FILE 1 REGISTRY 1 ENTERED AT 17:12:20 ON 27 DEC 20Q5 
L8 1 SEA ABB=ON 253124-4 6-8/RN ^^C^e^t 



FILE 'HCAPLUS 1 ENTERED AT 17:12:4 
L9 18 SEA ABB=ON L8 / t 
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C 2^05. ^/j ' 




FILE HCAPLUS 

Copyright of the articles to which records in this database refer is 
held by the publishers listed in the PUBLISHER (PB) field (available 
for records published or updated in Chemical Abstracts after December 
26, 1996), unless otherwise indicated in the original publications. 
The CA Lexicon is the copyrighted intellectual property of the 
the American Chemical Society and is provided to assist you in searching 
databases on STN . Any dissemination, distribution, copying, or storing 
of this information, without the prior written consent of CAS, is 
strictly prohibited. 



FILE COVERS 1907 - 27 Dec 2005 
FILE LAST UPDATED: 26 Dec 2005 



VOL 144 ISS 1 
(20051226/ED) 



New CAS Information Use Policies, enter HELP USAGETERMS for details. 

This file contains CAS Registry Numbers for easy and accurate 
substance identification. 

FILE REGISTRY 

Property values tagged with IC are from the ZIC/VINITI data file 
provided by InfoChem. 
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STRUCTURE FILE UPDATES: 26 DEC 2005 HIGHEST RN 870675-00-6 
DICTIONARY FILE UPDATES: 26 DEC 2005 HIGHEST RN 870675-00-6 

New CAS Information Use Policies, enter HELP USAGETERMS for details. 

TSCA INFORMATION NOW CURRENT THROUGH JULY 14, 2005 

Please note that search-term pricing does apply when 
conducting SmartSELECT searches. 

*************************************************************** 

* * 

* The CA roles and document type information have been removed from * 

* the IDE default display format and the ED field has been added, * 

* effective March 20, 2005. A new display format, IDERL, is now * 

* available and contains the CA role and document type information. * 



Structure search iteration limits have been increased. See HELP SLIMITS 
for details. 

REGISTRY includes numerically searchable data for experimental and 
predicted properties as well as tags indicating availability of 
experimental property data in the original document. For information 
on property searching in REGISTRY, refer to: 

http : //www . cas . org/ONLINE/UG/regprops . html 
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ANSWER 1 OF 1 REGISTRY COPYRIGHT 2005 ACS on STN ^^^^^^ i*J&saJ<- 

253124-46-8 REGISTRY ^l^T^^^ ^^^^ 

Entered STN: 19 Jan 2000 a^^fC^L^^ ' 

3, 4-Furandiol, 2- [6- [ ( 4-chloro-2-f luorophenyl ) amino] -9H-ptfrm-9-yl] -5- [5- 
(1, l-dimethylethyl)-l, 3, 4-oxadiazol-2-yl] tetrahydro- , (2R, 3R, 4S, 5S)- (9CI) 
(CA INDEX NAME) 
FS STEREOSEARCH 
MF C21 H21 CI F N7 04 
SR CA 

LC STN Files: CA, CAPLUS, CASREACT, PROUSDDR, TOXCENTER, USPAT2 , USPATFULL 



s 



Absolute stereochemistry. 




**PROPERTY DATA AVAILABLE IN THE 'PROP' FORMAT** 

18 REFERENCES IN FILE CA (1907 TO DATE) 

1 REFERENCES TO NON-SPECIFIC DERIVATIVES IN FILE CA 

18 REFERENCES IN FILE CAPLUS (1907 TO DATE) 
ED Entered STN: 19 Jan 2000 
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Process for the preparation and crystallization of 
polymorph heterocyclyl substituted adenosine 
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Al 20051006 US 2004-518246 20041216 

US 2002-388765P P 20020617 

WO 2003-EP6412 W 20030616 

OTHER SOURCE(S): CASREACT 140:28026 

AB The present invention relates to an improved process for the preparation of 
polymorph heterocyclyl substituted adenosine derivs . More particularly 
the invention is concerned with preparation of particular phys . forms of 
<2S, 3S, 4R, 5R) -2- ( 5-tert-butyl- [ 1 , 3, 4 ] oxadiazol-2-yl ) -5- [ 6- ( 4-chloro-2- 
f luoro-phenylamino) -9H-purin-9-yl] -tetrahydro-f uran-3, 4-diol . 
253124-46-8P 

RL: PRP (Properties); SPN (Synthetic preparation) ; PREP (Preparation) 

(process for the preparation and purification of polymorph heterocyclyl 
substituted adenosine derivative) 
253124-46-8 HCAPLUS 

3, 4-Furandiol, 2- [6- [ ( 4 -chloro-2-f luorophenyl ) amino] -9H-purin-9-yl] -5- [5- 
(1, l-dimethylethyD-1,3, 4-oxadiazol-2-yl] tetrahydro-, (2R, 3R, 4S, 5S)- (9CI) 
(CA INDEX NAME) 
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Absolute stereochemistry. 
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253127-02-5 

RL: RCT (Reactant) ; RACT (Reactant or reagent) 

(process for the preparation and purification of polymorph heterocyclyl 

substituted adenosine derivative) 
253127-02-5 HCAPLUS 

9H-Purin-6-amine / N- ( 4 -chloro-2-f luorophenyl ) -9- [ (3aR, 4R, 6S, 6aS) -6- [5- (1, 1- 
dimethylethyl) -1, 3, 4 -oxadiazol-2-yl] tetrahydro-2 , 2-dimethylf uro [ 3, 4-d] -1,3- 
dioxol-4-yl]- (9CI) (CA INDEX NAME) 



Absolute stereochemistry. 
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